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PROCESSES FOR PREPARING SUBSTITUTED 
1, 3-OXATHIOLANES WITH ANTIVIRAL PROPERTIES 

This application is a continuation-in-part of 
application serial no. 07/564,160 filed August 1, 1990, 
10 which is a continuation-in-part of applications nos. 

07/308,101 filed February 8, 1989, and 07/546,676 filed 
June 29, 1990. 

The present invention relates to processes Cor preparing 
substituted 1,3-oxathiolanes with antiviral activity and 
intarmediafco-c r»f use in their prcpcrstiori. 

BACKGROUND OF* THE INVENTION 
Nucleosides, and in particular, 1, 3-*oxathiolanes and 
20 their analogues and derivatives are an important class 
of therapeutic agents. For example, a number of 
nucleosides have shown antiviral activity against 
retroviruses such as human immunodeficiency viruses 
(HIV) , hepatitis B virus (HBV) and human T-lymphotropic 
virus (HTLV) . 

The most potent anti-HIV compounds thus far reported are 
2' ,3 '-dideoxynucleosides, more particularly, 2',3*- 
dideoxy cytidine (ODC) and 3'-a2ido-2» ,3 
30 dideoxy thymidine (AZT) . These compounds are also active 
against other kinds of retroviruses such as the Moloney 
murine leukemia virus. However, clinically, both 
compounds are toxic. 

A structurally distinct class of compounds known as 2- 
substituted-5-substituted-l,3-oxathiolanes has now been 
discovered and found to have superior antiviral and 
antiretroviral activity without cell toxicity. See, 
e.g., EP 0382526A and WO 91/17159. 
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Because of t^le increasing incidence and the life- 
threatening characteristics of AIDS, there is a great 
need to develop a general synthetic scheme for 
aubetituted l , 3-oxathiolanes which ia efficient, 
amenable to large scale, inexpensive and based on 
readily available starting material. It is therefore an 
advantage of the present invention to provide synthesis 
of substituted 1, 3-oxathiolanes that is readily 
feasible. 



The processes of this invention nay be used to prepare 
the compounds of formula (I) and pharmaceutically 
acceptable salts or esters thereof: 



wherein R2 is a purine or pyrimidine base or an analogue 
or derivative thereof; Z La S, S"0 or S02* 

It will be appreciated by those skilled in the art that 
the conpounds of formula (1} contain at least two chiral 
centers (shown as * in formula (I)) and thus exist in 
the fom of two pairs of optical isomers (i.e., 
enantioners) and mixtures thereof including racenic 
mixtures. Thus the compounds of formula (I) may be 
eithsr cia isomers, as represented by formula (II) , or 
trana isomers, as represented by formula (III), or 
mixtures thereof. Each of the cis and trails isomers can 
exist as one of two enantiomers or as mixtures thereof 
including racemic mixtures. The preparation of all such 
isomers and mixtures thereof including racemic mixtures 
are included within the scope of the invention. 



DgggRTPTION OF THE INVENTION 




(I) 
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(II) (III) 



It will also be appreciated that when Z is S=0 the 
compounds exist in two additional isomeric forms as 
shown in formulas (Ila) and (lib) which differ in the 
configuration of the oxide oxygen atom relative to the 
2, 5-9ub3tituents. The processes of this invention 
additionally embrace the preparation of such isomers and 
mixtures thereof. 




(Ila) (lib) 



The purine or pyrimidine base or analogue or derivative 
thereof K2 vill be linked at any position of the base, 
preferably at the N9* or Hl-position, respectively. 

By "purine or pyrimidine base" or an analogue or 
derivative thereof is meant a purine or pyrimidine base 
found in native nucleosides or an analogue thereof which 

20 mimicfl such beeee in that their structures (the kinds of 
atoms and their arrangement) are similar to the native 
bases but may either possess additional or lack certain 
of the functional properties of the native bases. Such 
analogues include those derived by replacement of a CH2 
moiety by a nitrogen atom (for example, S-azapyrimidines 
such as 5*asacytosine) or vice verse (for example 7- 
deazapurlnes, for example 7-deazadenosine or 7- 
deazagiaanosine) or both (e.g., 7-deaza*a-azapurines) . 
By derivatives of such bases or analogues are meant 

30 those compounds wherein ring substituents are either 
incorporated, removed or modified by conventional 
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substituGnts icnown in the art, e.g-* halogen, hydroxy!, 
amino, Cj^.g alkyl. Such purine r pyrimidine bases, 
analogues and derivatives wiii be well known to those 
skilled in the art. 



Conveniently the group R2 ia selected from: 



10 




iXsr-^ ^jT^'^ "^N^ 

vhttTttin: 

X is oxygsn or sulfur; V is oxygen or sulfur; 

R3 and R4 ara indapandantly salactad from tha group 
consisting of hydrogen , hydroxy 1, amino, substituted or 
unsubatitutad C^^ al)cyl, or C^^ alkanyl or C^^ alkynyl, and 
substituted or unsubstituted C^.^o ^cyl or aracyl; 

R5 and are independently selected from the group 
20 consisting of hydrogen, halogen, hydroxyl, amino, cyano, 
carboxy, carbamoyl, alkoxycarbonyl (e.g. CO3R4) , 
hydroxynethyl, trif luororaethyl, thioaryl, substituted or 
unsubstituted C^^ alkyl or C,^ alkenyl or Ct^ alkynyl, and 
substituted or unsubstituted C^io acyloxy; 
and 
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1.. 



wherein: 

R7 and RjarQ indapendently- selected from the group 
consisting of hydrogen, hydroxy, alkoxy (e.g. OR3) , thiol, 
10 thioalKyl (e.g. SR3) , amino, eubstituted amino (e.g. 
NR3R4), halogen, cyano, carboxy, allcoxycarbonyl (e.g. 
COjRa) f carbamoyl, substituted or unsubstituted alkyl, 
or alkenyl, or alkynyl, and substituted or unsubstituted 

C,.io acyloxy; and 

R9 and Rio are independently selected from the group 
consisting of hydrogen, hydroxy!, alkoxy (e.g. 0R3) , 
amino, substituted amino (e.g. NR3B4) . halogen, azido, 
substituted or unsubstituted C,4 alkyl or alkenyl or 
alkynyl, and substituted or unsubstituted C^.^o acyloxy. 

20 



Preferably K2 is 
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wherein R3 and 
dafined above. 



are nydrogen, and and R, are as 



Z is praferabLy -s- 



10 
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„th.r compound vhxon^ P „u.otl, or 

rrr.;: :ro::. »-o.... .n ....... 

uoilta or residue thereof, 
active metabolite or 

„r-^-C-d by those sKiUed in the art that 
It will b. „,y b. .odifled to provide 

t^. compound, of ^j;;^^,;,i,„ thereof, at 

pharmaceutically * l^^.ty R,, -d at 

Lnctional .roups in 

the Actional .roups is included 

Modification at all this invention, 

within the scope ^ „^ „, pharmaceutical ly 

However, of particular ^-^"^'"^ ] 

.cceptabl. :;:.;m.thyl .roup of the 

medificatien of the 2 ny .r 

oxathiolana ring. 

. . r.t the compounds of formula (I) 
preferred esters of the comp ^^^^^^ the 

produced by the process of this junction 
Lmpound. in «.ich OH is replaced by . ^ ^^^^^^^^ 

, H(C0)O. in Which the ^^2 ^^^^^ .,xyl C.- 

from hydrogen; straxght or branc»^ ^^^^^^^^ ^ .iKoxy-ml 

ULyaixy. --^br^^^^^^^^^^ --^ - - 

optionally «^^^^''"^'^,,^^,opyridinyl (e.g. H- 

, aixoxy) ; ' ^tuir^on^^^ esters such as 

mathyldihydropyridinyl) , su p 
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alkyl-or ara Ikylsaiphony L (e.g. methanesulphony 1 ) ; 
sulfate esters; amino acid esters (e.g. L-valyl or L- 
isoleucyl) and mono-, di- or tr i-phospha te esters. Also 
included within the scope of such esters are esters 
derived from polyf unctional acids such as carboxylic 
acids containing more than one carboxyl group, for 
example, dicarboxylic acids HOOC (CH2) qCOOH where q is an 
integer of 0 to 10 (for example, succinic acid) or 
phosphoric acids. 



Methods for preparing such esters are well known. See, 
for example, Hahn et al., "Nucleotide Dimers as anti- 
Human Immunodeficiency virus Agents", Nucleotide 
Analogues , pp. 156-159 (1989) and Busso et al., 
"Nucleotide Dimers Supress HIV Expression In Vitro", 
AIDS Research and Human Retroviruses. 4(6), pp. 449-455 
(1988) • Where esters are derived from such acids, each 
acidic group is preferably esterified by a compound of 
formula (1) or other nucleoside or analogs and 
30 derivatives thereof to provide esters of the formula: 



where W is -OC- {CH2)n-C0- where n is an integer of 0 to 
10, a phosphate group, or a thiophosphate group, 
J is any nucleoside or nucleoside analog or 
derivative thereof and Z and R2 are as defined above. 
Among the preferred nucleosides and nucleoside analogs 
are 3 • -a2ido*2 ' , 3 ' -dideoxythymidinc; 2*,3*- 
dideoxycytidine; 2' ,3 '-dideoxyadenosine; 2',3'- 
30 dideoxyinoeine; 2 3 »-dideoxy thymidine; 2 • , 3 •-dideoxy- 
2 \ 3 • -didehydrothynidine; 2 • . 3 • -dideoxy-2 » , 3 • - 
didehydrocytidine and ribavirin and those nucleosides 
whose bases are depicted on pages 7-8 of this 



10 




(IV) 
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spacif icat icn . The most preferred diner is a homodiner 
consisting of two nucleosides of formula 

With regard to the above described esters, unless 
otherwise specified, any alkyl moiety present 
advantageously contains 1 to 16 carbon atoms, preferably 
1 to 4 carbon atoms and could contain one or more double 
bonds. Any aryl moiety present in such esters 
advantageously comprises a phenyl group. 

In particular f the esters may be a C^.^q alkyl ester, an 
unsubstituted benzoyl ester or a benzoyl esters 
substituted by at least one halogen (bromine, chlorine, 
fluorine or iodine), C^^ al)cyl or alkenyl, saturated or 
unsaturated C^^ alkoxy, nitro or trif luoromethyl groups. 

Pharinaceutically acceptable salts of the compounds of 
fomrula (I) include those derived from pharmaceutical ly 
acceptable inorganic and organis acids and bases. 
Examples of suitable acids include hydrochloric, 
hydrobromic, sulfuric/ nitric, perchloric, fumaric, 
maleic, phosphoric, glycollic, lactic, salicylic, 
succinic, p-tolueneeulf onic, tartaric, acetic, citric, 
^thanesulf onic, formic, benzoic, malonic, naphthalene- 
''onic, and benzenesulfonic acids, other acids such 
'.c, while not in themselves phamaceutically 
\e, may be useful in the preparation of salts 
intermediates in obtaining the compounds of 
Ion and their pharmaceutically acceptable acid 
Its. 

from appropriate bases include alkali 
Uum) , alkaline earth metal (e.g. 
inium and NR4* (where R is C,^ alkyl) 
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In the processes for preparing the compounds of this 
invention, the following definitions are used: 
Rl is a hydroxyl protecting function such as an acyl 
having from 1 to 16 carb n atoms unsubst itutsd or 
substituted wi^h a heteroatom (e.g. benzoyl) , or a silyl 
function such as trialkylsily 1 (e.g. t- 
butyldimethylsily 1) ; 

R2 is * purine or pyriraidine base or an analogue or 
derivative thereof ; 
10 Rw is hydrogen or Ri ; 

Rjj is a substituted or unsubstituted Cj^.g alkyl; 
Ry is a substituted or unsubstituted 0^.12 ai>^yi or 
substituted or unsubstituted C5.20 aryl; and 
L is a leaving group. 

As used in the processes of this invention, a "leaving 
group" is an atom or group which is displaceable upon 
reaction with an appropriate base, with or without a 
Lewis acid. Suitable leaving groups include al)coxy 
20 carbonyl groups such as ethoxy carbonyl; halogens such 

as iodine, bromine or chlorine, fluorine; substituted or 
unsubstituted saturated or unsaturated thiolates, such 
as thiomethyl or thiophenyl; substituted or 
unsubstituted saturated or unsaturated selenino 
compounds, such as phenyl selenide or alkyl selenide; 
substituted or unsubstituted saturated or unsaturated 
aliphatic or aromatic ketones such as methyl ketone; or 
-OR whers R is hydrogen or a substituted or 
unsubstituted saturated or unsaturated alkyl group, 
30 e.g. r a C^^^ alkyl or alkenyl group such as methyl; a 

substituted or unsubstituted aliphatic or aromatic acyl 
group, s.gw a aliphatic acyl group such as acetyl 

and an aromatic acyl group such as benzoyl; a 
substituted or unsubstituted saturated or unsaturated 
alkoxy carbonyl group, such as methyl carbonate and 
phenyl carbonate; substituted or unsubstituted sulphonyl 
imidazolide; substituted or unsubstituted carbonyl 
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imidazoLide; substituted or unsubs t i tuted aliphatic or 
aromatic amino carbonyl group, such as phenyl carbamate; 
substituted or unsubstituted alkyl imidate group such as 
trichloroacetamidate; substituted or unsubstituted 
saturated or unsaturated phosphinoyl, such as 
diethylphosphinoyl ; substituted or unsubstituted 
aliphatic or aromatic sulphonyl group, such as tosylate. 

One procttss according to the invention is illustrated in 
10 SCHEME 1. The process of SCHEME 1 using specific 

reagents and compounds is depicted, for example, in 
SCHEMES lA and IB. 

illustrated in SCHEME 1 may be briefly described as 
follows: 

Step 1 : A mercaptoacetaldehyde monomer produced from 
the dimer in a suitable solvent is reacted directly with 
20 any aldehyde of the formula RvOCH2CHO (VII) to yield an 
oxathiolane lactol of formula (XIII). 

Alternatively, the glycoaldehyde derivative of formula 
(VXD may be generated from the dimer by any means known 
in the art.. 

Step 2 ! The hydroxyl group of the compound of formula 
(XIII) is converted to a leaving group with a suitable 
reagent in a compatible orgenic solvent to yield an 
30 important oxathiolane intermediate of formula (XIV) . 

step 3 ; The oxathiolane intermediate of formula (XIV) 
is reacted with a previously silylated purine or 
pyrimidine base to give a purin-9'-yl or pyrimidin-l • -y 
substituted oxathiolane of formula (IX) whore Z is 
sulfur. The compounds of formula (IX) are often 
predominantly obtained in the cis isomer. 
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Optionally, the sulfur may be oxidized at this stage or 
at any other following stage to obtain compounds where 2 
is S»0 or SO2. 

StQD 4 ! Th« base shown in formula (IX) is acylated 
with acetic anhydride in a suitable solvent to yield a 
compound of formula (X) where Rj* is acylated R2 which 
provides for easier separation of isomers. 

Therefore, at this stage, the compound of formula (X) is 
optionally separated to its cis or trans isomer. 

step 5 ; The acetyl functionality of Rj' of compound of 
formula (X) are hydrolyzed under basic conditions to 
yield an oxathiolane of formula (XI) . 
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Scheme la: 

Step 1 : A mercaptoacetaldehyde monomer produced from 
the dimer in pyridine is reacted directly with 
bonzoyloxyacataldehyda (Vll-A) to yield an oxathioiane 
lactol of formula (XIII-A) . 

Step 2 : The hydroxy! group of the compound of formula 
(XIII-A) is converted to a leaving group with acetyl 
10 chloride in a corapatibla organic solvent to yield 
intermediata of formula (XIV-A) . 

step 3 : The oxathioiane intermediate of formula (XIV-A) 
is reacted with a previously siiylated cytosine to give 
a cytosin-l'-yl oxathioiane of formula (IX-A) where Z is 
sulfur. 

step 4 ; The amine function of the base in compound of 
formula (IX-A) is acylated with acetic anhydride in 
30 pyridine to yield a compound of formula (X-A) which 
provides for easier separation of isomers. 

Step 5 : Th« N-acetyl function of the compound of * 
formula (X*A) are hydrolyzed under basic conditions to 
yield an oxathiolans of formula (XI-A) . 
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20 



Scheme lb: 

The glycoaldehyde dimer (Vll-a) is used as a source of 
tho glycoaldahyda - 



A sacond and prefttrred procttas tor producing oxathiolane 
compounds is illustrated in SCHEME 2. This process is 
illustrated using specific reagents and compounds in 
SCHEME 2A. 

The various steps involved in th« synthesis as 
illustrated in SCHEME 2 may be briefly described as 
follows: 

sten I t Mercaptoacetaldehyde monomer produced from the 
dimer in a suitable solvent is reacted directly with any 
organic glyoxylate of the formula RyOOCCHO to yield an 
oxathiolana lactol of formula (XV) . 





(XIV-B) r 
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step 2 : The hydroxyl group of the compound of fornuia 
(XV) is converged to a leaving group with a suitable 
reagent in a compatible organic solvent to yield an 
important oxathiolane intermediate of formula (XVI), 

Step 3 : The oxathiolane intermediate of formula (XVI) 
is reacted with a previously silylated purine or 
pyrimidine base, in the presence of a Lewis acid, to 
give purin-9*-yl or pyr imidiny 1-1 * -yl substituted 
oxathiolane of formula (XVll) where 2 is S, 
predominantly as the cis*isomer. 

Optionally, the sulfur may be oxidized at this stage or 
it sny Cth*r following wtaaa to give campounda where 7 

is S«o or SO^. 

step 4 ! Tha ester group of the oxathiolane of formula 

(XVII) is selectively reduced with a suitable reducing 
agent in a compatible organic solvent to yield an 
oxathiolane nucleoside of formula (XVIII) . 

At this stage, the compound of formula (XVIII) is 
optionally separated to its cis and trans isomez:s. 

step 5 ; The hydroxyl group of the compound of formula 

(XVIII) i« protected with a suitable silyl protecting 
group in an appropriate solvent to yield an oxathiolane 
of formula (XIX) . 

Step 6 ! The ®^ formula (XIX-A) can be 

interconverted to another base R2* by reaction with a 
suitable reagent to yield an oxathiolane of formula 
(XX) . 

step 7 ! The protecting group of the compound of 
formula (XX) is removed under neutral conditions using 
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suitable reagent in a suitable solvent to yield the 
oxathiolane of formula (I) . 
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5<;h?n^e 2a; 

step I : Mercaptoacetaldehyde dimer in pyridine is 
reacted directly with ethyl glyoxylate to yield an 
oxathiolane lactol of formula (XV-A) . 

step 2 : The hydroxyl group of the compound of formula 
(XV-A) is converted to an acetal leaving group with 
10 acetyl chloride in a compatible organic solvent to yield 
intennediate of formula (XVI-A) . 

Step 3 : The oxathiolane intermediate of formula (XVI-A) 
is reacted with previously silylated uracil, in the 
presence of trimethylsilyl iodide, to give uracil-l*-yl 
oxathiolane of formula (XVII-A) , predominantly as the 
cis-isomer. 

step 4 : The ester group of the oxathiolane of formula 
20 (XVII-A) is selectively reduced with sodium borohydride 
in methanol to yield an oxathiolane nucleoside of 
formula (XVXII-A) . 

step S : The hydroxyl group of the compound of formula 
(XVIII-A) is protected with t-butyldimethyl silyl in 
dimethylformaaide (DMP) to yield an oxathiolane of 
formula (XIX-A) . 

step 6 t The uracil base of formula (XIX-A) can be 
30 interconverted to cytosine, by reaction with p- 

chlorophenoxy phosphorous oxychloride followed by 
amination with ammonia in methanol to yield an 
oxathiolane of formula (XX-A) • 

Step 7 ; The silyl group of the compound of formula (X) 
A) is removed under neutral conditions using tetra n- 
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butyl aiTunonium fluoride in tetrahydrof uran to yield tne 
oxathiolane of formula (I). 
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Although the process of Scheme 2 qeneraiiy provides 
nucleoside analogues predominantly in their cis form, 
such a process is most preferred for pyrimidine bases 
because of high cis-select ivity . 

For purinos, although tha process of Scheme 2 does yield 
more cis isomer than trans, the ratio obtained is 
moderate. An alternative process has been designed to 
obtain purin-yl nuclaosides in high cis: trans ratios. 
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20 



30 



Briefly, steps 1 and 2 of Scheme 2 remain the same. 
However, the coupling procedure (step 3) between the 
compound of formula (XVI) and the base (preferably 
purine) is modified as £wllwwSi 

siiflp 3at The oxathiolane intermediate of forroula (XVI) 
is reacted with a halogen-containing silyl Lewis acid 
such as triaethylailyl iodide, to give an intermediate 
of foCTiula (XXVI) : 



(XXVI) 

which is the iodo ester of the intenaediata of formula 
(XVI)- 



Step 3bt Ths intermediate of formula (XXVI) is then 
mixed with a base (preferably a purine) under basic 
conditions to yield the intermediate of formula (XVII) 
predominantly as ths cis isomer. 

As an alternative to process 2, a third process 
according to this invention for producing oxathiolane 
compounds is illustrated in SCHEME 3\ This process is 
illustrated using specific reagents and compounds, for 
example, in SCHEME 3A. 
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Tha various steps involved in the synthesis as 
illustrated in SCHEME 3 may be briefly described as 
follows: 

Step 1: Similar to Scheme 2. 

step 2: The hydroxyl group of the intermediate of 
formula (XV) , is converted to a leaving group with a 
suitable reagent in a compatible organic solvent to 
10 yiald an important intermediate of formula (XXI) . 

step 3 ' : The ester group of the intermediate of formula 
(XXI) is selectively reduced with a suitable reducing 
agent in a compatible organic solvent and the resultant 
hydroxyl group is directly protected with a suitable 
group to yield an oxathiolana of formula (XXII) . 

s^ep 4 ' 2 The oxathiolane of formula (XXII) is reacted 
with previously ailylated purine or pyrimidine base in 
20 the presence of a Lewis Acid to give a pyrimidin-1 • -yl 

or purin*9'-yl oxathiolane of formula (XXIII) where 2 is 
S (and optionally oxidised to S-O or SO^) . 

step 5' ; The base shown in formula (XXIII) is 
acylated with acetic anhydride in a solvent to yield a 
compound of formula (XXIV) where R2* acylated 
which provides for easier separation of isomers. 

Therefore, at this stage, the compound of formula (X) is 
30 optionally separated to its cis or trans isomer. 

step 6 ' : The acetyl functionality of the compound of 
formula (XXIV) is hydrolyzed under basic conditions to 
yield an oxathiolane of formula (XXV) . 
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Step 7 ' ! Removal of the Ri protecting group is effecteci 
by suitable reagents in a compatible solvent to yield an 
oxathiolane of formula (I). 
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Scheme 3a: 

Step 2 : The hydroxyl group of the intermediate of 
forTtiuia (XV-A), is converted to an acetal leavinc; group 
with methyl chlorof ormate in a compatible organic 
solvent to yield intermediate of formula (XXI-A) . 

step 3 ' : The ester group of the intermediate of formula 
(XXI-A) is selectively reduced with sodium borohydride 
10 in methanol and the resultant hydroxyl group is directly 
protected with t-butyldiphenylsilyl to yield an 
oxathiolane at formula (XXII-A). 

step 4 * : The oxathiolane of formula (XXII-A) is 
reac^ea witn pr«vAwu»Ay »xjL/Aaww\* >•/ ww«.«.>i«, j.** 
presence of trimethylsilyltrif late or 

iodotrimethylsilane, to give cytosin-l ' -yl oxathiolane 
of formula (XXIII-A) . 

20 Step 5 ' ; The amine function of the cytosine of compound 
(XXIII-A) is acylated with acetic anhydride in pyridine 
to yield a compound of formula (XXIV-A) so that the cis- 
and trans-isomers may be separated, 

step 6 ' t The acetyl functionality of the compound of 
formula (XXIV-A) is hydrolyted under basic conditions to 
yield an oxathiolane of formula (XXV-A) • 

step 7' : Removal of the silyl group is effected by using 
30 tetra-n-butylammoniu» fluoride in tetrahydrof uran yield 
an oxathiolane of formula (I). 
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In the procasses of this invgntion, the following 
intermediates are of particular importance: 
trans-J-hydroxyTnathyl-S-acfltoxy-l , 3-oxathiolane; 
ci3 and trans-2-benzoy loxymethyl-5-hydroxy-l , 3- 
oxathiolane; 

cis and tra/is-2-bQnzoyloxymethyl-5- ( 4 ' , 5 • - 
dichlorobenzoyloxy) -1, 3-Gxathiolane; 

els and trans-S-benzoyloxymethyl-S-trimethylacetoxy-l , 3- 
10 oxathiolane; 

cis and trans-2-b«n2oyloxyni«thyl-5- (2 ' , 2 ' , 2 * - 
trichloroethoxycarbonyloxy) 1, 3-oxathiolane; 
cis and trans-2-b«n2oyloxyTtt«thyl-5-ethoxycarbonyloxy- 
1 , 3 "Cxs^^iolin* " 

cis and traiJS-2-bonzoyloxyinethyl-5-m«thoxycarbonyloxy- 
1 , 3-oxathiolane ; 

cis and tra/is-2-b«nzoyloxyTn«thyl-5-ac«toxy-i, 3- 
oxathiolane; 

cis and trans-2->banzoyloxynethyl-5*-(N4 * -acetylcytosin- 
20 l»-yl)-l,3-oxathiolane; 

cis and trans-3*b«nzoyloxyTttethyl-5-(cytooin-l ' -yl) -1 , 3- 
oxathiolana; 

cis and tra/is-a-carbo«thoxy'-5*hydrQxy-Xr 3-oxathiolane; 
cis and tra/is-2-carbo«thoxy-5-mathoxycarbonyloxy-l, 3- 
oxathiolantt; 

cis and traj3S-2-carbo«thoxy-5-acBtoxy-l, 3-oxathiolane; 
cis-a-carbo«thoxy-5-(H4 '-acatylcytoBin-l'-yl) -1,3- 
oxathiolana; 

cis-2-carboethoxy-5- ( cytoiin- 1 • -y 1 ) -1 , 3 -oxathiolane ; 
30 cis-2-carboethoxy-5-(uracil-l' -yl)-l, 3*oxathiolane; 
cis-2-benzoy loxynethy 1-5- ( cy tos in- 1 • -y 1 ) - 1 , 3 - 
oxathiolane; 

cis- and traiis-ethyl-9-iodo-l, 3-oxathiolan-2- 
carboxylate; 

cis- and trans-ethyl-5-(6"-chloropurin-9'-yl)-lr 3- 
oxathiolan-2-carboxylate; and 
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cis- and trans-ethy 1-5- ( 6 • -chloropu in-7 ' -y 1 ) - 1 , 3 - 
oxathiolan-2-car boxy late. 

Some of the steps described hereinabove have been 
reported in the context of purine nucleoside synthesis, 
for example, in "Nucleoside Analogues - Chemistry, 
Biology and Medical Applications", R.T, Walker et al., 
Eds, Plenum Press, New York (1979) at pages 193-223, the 
text of which is incorporated herein by reference* 

10 

It will be appreciated that the reactions of the above 
described processes may require the use of, or 
conveniently may be applied to, starting materials 
having protected functional groups, and deprotecticn 
might thus be required as an intermediate or final step 
to yield the desired compound. Protection and 
deprotection of functional groups may be effected using 
conventional means. Thus, for example, amino groups may 
be protected by a group selected froa araDcyl (e.g.; 
20 benzyl), acyl or aryl {e.g., 2 , 4-dinitrophenyl) ; 
subsequent removal of the protecting group being 
effected when desired by hydrolysis or hydrogenolysis as 
appropriate using standard conditions. Hydroxy 1 groups 
may be protected using any conventional hydroxyl 
protecting group, for example, as described in 
"Protective Groups in Organic Chemistry", Ed. J.F.w, 
Mcowie (Plenum Press, 1973) or ••Protective Groups in 
Organic Synthesis" by Theodora W. Greene (John Wiley and 
Sons, 1991) . Examples of suitable hydroxyl protecting 
30 groups include groups selected from araDcyl (e.g., 

benzyl, dlphenylmethyl or triphenylnethyl) , heterocyclic 
groups such as tetrahydropyranyl, acyl, (e.g., acetyl or 
benzoyl) snd silyl groups such as trlalkylsilyl (e.g. , 
t-butyldimethylsilyl) . The hydroxyl protecting groups 
nay be removed by conventional techniques. Thus, for 
exampls, al)cyl, silyl, acyl and heterocyclic groups may 
be removed by solvolysls, e.g., by hydrolysis under 
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acidic or basic conditions, Araikyl groups such as 
triphenylmethyl may similarly be removed by soivolysis, 
e.g., by hydrolysis under acidic conditions. Araikyl 
groups such as benzyl may be cleaved, for example, by 
hydrogenolysis • Silyl groups may also conveniently be 
removed using a source of fluoride ions such as tetra-n- 
butylanunonium fluoride. 

In the above processes the compounds of formula (I) are 
10 generally obtained as a mixture of the cis and trans 

isomers. However, in the process depicted in Scheme 2, 
the ratio of cis: trans may approach 15:1 for 
pyrinidines, whereas it may approach 10:1 for the 
purines in the case of the modified process or scheme 2. 

These isomers may be separated, for example, by 
acetylation, e.g., with acetic anhydride followed by 
separation by physical means, e.g., chromatography on 
silica gel and deacetylation, e.g., with methanolic 
20 ammonia or by fractional crystallization. 

Phamaceutically acceptable salts of the compounds of 
the invention may be prepared as described in United 
States Patent Mo. 4,383,114, the disclosure of which is 
incorporated by reference herein. Thus, for example, 
when it is desired to prepare an acid addition salt of a 
compound of formula (I), the product of any of the above 
procedures may be converted into a salt by treatment of 
the resulting free base with a suitable acid using 
30 conventional methods. 

Pharmaceutical ly acceptable acid addition salts may be 
prepared by reacting the free base with an appropriate 
acid optionally in the presence of a suitable solvent 
such as an ester (e.g., ethyl acetate) or an alcohol 
(e,g.^ methanol, ethanol or isopropanol) . Inorganic 
basic salts may be prepared by reacting the free base 
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with a suitable base such as an alkoxide (e.g., sodiun 
methoxidG) optionally in the prasence of a solvent such 
as an alcohol (e.g., methanol). Pharmaceuticaily 
acceptable salts may also be prepared from other salts, 
including other pharmaceuticaily acceptable salts, of 
the compounds of formula (I) using conventional methods. 

A compound of formula (1} may be converted into a 
pharmaceuticaily acceptable phosphate or other ester by 
10 reaction with a phosphorylating agent, such as POCI3, or 
a suitable esterifying agent, such as an acid halide or 
anhydride, as appropriate* An ester or salt of a 
compound of formula (I) may be converted to the parent 
rjr>iiiprttjnri . for example, by hydrolysis* 

Where the compound of formula (I) is desired as a single 
isomer it may be obtained either by resolution of the 
final product or by stereospecif ic synthesis from 
isomerically pure starting material or any convenient 
20 intermediata. 

Resolution of the final product, or an intermediate or 
starting naterial therefore nay be effected by any 
suitable nathod Xnovn in the art: sea for example, 

stareochemistrv of Carbon Compounds, by E.L. Eliel 
(HcGrav Hill, 1962) and Tables of ResQlvino Agents* by 
S.H. Wilan. 

Tha invention will ba furthar deacribad by tha following 
30 axanplas which are not intended to limit tha invention 
in any way. All taraparaturaa are in degrees calsius. 

Examples 1 to 7, and 19 to 23 relate to tha process as 
depicted in Schema 1. Examples 8 to 10, and 13 to 18 
ralata to tha process as depicted in Schema 2, and 
Examplas 11, 12,. and 19 to 21 relate to tha process as 
depicted in Scheme 3. Examples 24 and 25 ralata to the 
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modified process as depicted in Scheme 2 (preferably fcr 
purines) and summarized on page 20 of this application. 

EXAMPLES, 

SZAM7L2 I 

CIS AND TRASS 2-BEN20YU)XYMETHYL-5-HYDROXY 
-1,3-OXATHlOLANE 

PhOCJ, 



A Bolution of 2ib.jj g (1.32 moi) or 

benzoyloxyactttaldehyde and 100.31 g (0.66 reol) of 1,4- 
dithiane-2,5-diol in 373 ml (4.61 mol) of pyridina was 
htatftd at 60*65 *C undar nitrogen atmosphare for 1 hour 
until all solids dissolved. After coaling, pyridine was 
ranovad by distillation and the residua was purified on 
a silica gal colunn using EtOAc: hexanas (1:2) as eluant 
to give 268.5 g of tha title compounds (2:1 trans:cis} ; 
20 NMR (COCI3) 5 3.03 (m, CH2S) , 4.40 (m, CH2O) , 4.70 

(brs, 0.66H), 4.83 (brs, 0.33H), 5.45 (m, 0.33H), 5.62 
(t, D.66H, J«5Hz) , 5.73 (brs, 0.33H), 5.88 (brs, 
0.,66H), 7.94 (d, 0.66H, J-7.3 Hz) , 7.98 (d, 1.33H, 
J-7.3 Hz), 7.49 (t, IH, J-7 Hz), 7.99 (d, 2H, J«7 . 3 Hz) 
^^C NMR (CDCI3) trans isomer 5 37.9, 65.9, 80.6, 99.6, 
129.5, 129.3, 128.2, 133.0, 166.2; 

cis isonar 5 38.5, 65.9, 82.1, 100.4, 128.3, 129.3, 
133.0, 166.3. 
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EXAMPLE 2 

CIS AWD TRA^S 2 -B EN20YLOXYMETHYL-5 -ACETOXY 
-1, 3-OXATHIOLANE 




To a solution of 29.76 g (0.132 mol) of cis and trans 2- 
bcnzoyloxymethy 1-5-hydroxy-l , 3-oxathiolan« (as prepared 

10 in Example 1) in dichloromethana (65 mL) and pyridine 

(32 iqL) was added dropwise 28.1 mL (0.395 mol) of acetyl 
chloride at 0 - 5* C over 1.5 to 2 hour*. Thm '••"ction. 
mixture was stirred at 0 • 5*C for 3 0 minutes then it 
was poured carefully onto a cold (0*C) solution of 
saturated sodium bicarbonate. The organic layer was 
separated and the water layer was extracted with 
dichloromethane (3 X 20 mL) . The combined organic 
layers were washed with saturated sodium bicarbonate (3 
X 20 mL) and brine (20 mL) , and was dried over sodium 

20 sulfate. Following filtration, the solvents were 

removed in vacuo to give 32.1 g of crude product which 
was purified by Kugelrohr distillation or filtration 
through a short silica gel column (eluent hexanes: EtOAc 
3;X). The purified product consisted of a 3:1 mixture 
of trans : cis isomers* 

NHR (CDCl3)5 2.09 (S, 0.75H), 2.10 (s, 2.25H), 3.22 
(m, 2H), 4.54 (m, 2H), 5.68 (m, IH) , 6.64 (d, 0.2SH. 
J"4«2HZ), 6.72 (d, 0.75H, J«4.1HZ), 7.45 (dd, 2H, 
J-7,6H*), 7.55 (t, IH, J-7 . 3 Hz), 8.05 (dd, 2H, J-7.4 

30 HZ) • 

^^C NMR (COCI3) trans isomer 5 20.7, 37.3, 65.8, 83.1, 
98.9, 128.2, 129.4, 129.5, 133.0, 165.7, 169.6. 
Cis isomer 5 20.7, 37.9, 67.5, 84.4, 99.1, 128.2, 129.4, 
129.5, 133.0, 165.7, 169.5. 



SUBSTITUTE SHEET 



wo 94;: 0501 



31 - 



PCX CA92.0055' 



The trans compound can be isolated by washing the 
mixture with ethanol and removing the solvent in vacuo, 
m.p. 67 - 63^C 

NMR (DMSO- dg) 5 2.10 (s, 3H) , 3.18 (d, IH) , 3.39 

(dd, IH) , 4.48 (d, 2H) , S.S7 (d, IH) , 6.65 (d, IH) , 7.56 

(m, 2H) , 7.70 (m, IH) , 7.93 (m, 2H) . 

EXAMPLE 3 

r/eJU/S-2-BEN2OYL0XYMETHYL-5-ACET0XY-l , 3-OXATHIOLAWE 

10 




A solution benzoyloxyacetaldehydtt (ca. 465 g) in toluene 
(ca. 21) was treated with 1,4 •dithiane-2, 5-diol (227.2 
1.49 mol) and the suspension was stirred and heated 
at 73 80*C for 5 hours. The mixture was cooled to 25 
- 30*C and the remaining solid (unreacted dithiane) was 
collected by filtration. 

The filtrate was diluted with pyridine (362 mL, 4.48 
20 mol) and the resulting solution was cooled to 0 - 5*C. 

Acetyl chloride (316.8 stL, 4.46 mol) was added during 20 
minutes such that the temperature was maintained in the 
range 0 - 20* and the mixture was then stirred at 27 - 
30*C for 30 minutes. The reaction mixture was cooled to 
5 - 10«C and IM hydrochloric acid (1.91, 1.9 mol) was 
added such that the temperature was maintained in the 
range 5 20*C. The phases were separated and the 
aquaous phase was extracted with toluene (1.91). The 
combined organic phases were washed with saturated 
30 aqueous sodium bicarbonate solution (2.81). The organic 
was concentrated in vacuo at ca. 45 *C to an oil. This 
oil was diluted with ethanol (IMS, 31) and was 
reconcentrated to an oil. This was treated with ethanol 
(IMS, 2.51), th« mixture stirred at 0 - 5«C for 3.5 
hours and the resultant suspension was stored at 2*C for 
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17 hours. The product was isolated by filtration to 
qive the title compound as a cream coloured solid, 147.3 
g; m.p. 67 - 63 'C; 

1h NMR (DMSO-dg): 5 7.98 (m, 2H, aromatic), 7.70 (m, IH, 
aromatic), 7.56 (m, 2H, aromatic), 6.65 (d, IH, C5-H) , 
5.67 (d, IH, C2-H) , 4.48 (d, 2H, CHj-Cj) r 3.39 (dd, IH, 
C4-H2), 3.18 (d, IH, C4-H2), 2.10 (S, 3H, 0CO-CH3). 



EXAMPXiS 4 

10 CIS AND TRANS 2-BEN20YLOXYMETHYL-5- ( 3 ' , 4 ' - 
DICHL0ROBEN20YLOXY) -1 , 3-OXATHIOLAME 



PhCO, 0 



A nlxtura of cis and tranj 2-b«n2oyloxyTn«thyl-5-hydroxy- 
1,3-oxathiolano (as praparad in axampla 1) {8.99 g, 39.8 
iwnol) waa raactad with 8.3 g (39.6 mnol) of . 3,4- 
dichlorobanzoylchlorido in dichloromathana (30 nL) and 
pyriiin:^ (9.6 nL) a:- c;-i-cri::id in Exampla 2 to yield 
30 4.86 9 of tha dasirad compounda in 1:1 ratio . 

^H-NKR (COCI3) 5 3 .35 (m, 2H) , 4.53 (m, 2H) , 5.72 (m, 
IH), 6.80 (m/ 0.5H), 6,93 (m, 0.5H), 7.26 (d, IH, 
J-6.8HZ), 7.38 (ra, IH) , 7.82 (», 2H) 

13c NMR (CDCI3) 5, 37.4, 38.1, 65,9, 67.3, 83.5, 84.9, 
100.1, 100.4, 128.5, 129.5, 129.6, 129.7, 129.8, 130.7, 
131.7 ,133.1, 133.3, 133.4, 138.3, 163.5, 163.6 166.0, 
166.2. 

EXAMPLE 5 

30 CIS AHO TlUiNS 2-BEN20YL0XYMETHYL-5-TRIMETHYLACETOXY 
-1,3-OXATHIOLANE 
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A mixtura ot cis and trans 2-ben2oy loxymethy l-S-hydrcxy 
1, 3-oxathiolane (8.9 g, 39.6 mmol) (as prepared in 
axampla I) was reacted with 14.6 mL (118.3 mmol) of 
trimethylacotylchloride in dichloromethane (35 mL) and 
pyridine (9.6 mL) as described in example 2 to yield 
7.94 g oC the desired compound in 1:1 ratio . 

hmR (CDCI3) 6 1.20 (S, 9H), 3.16 (dd, IH) , 3.30 (m, 
IH) , 4.50 (ra, 2H) , 5.60 (m, IH) , 6.65 (d, 0.5H, 
10 J-4.7HZ), 6.68 (d, 0.5H, J-4,1HZ), 7.43 (m, 2H) , 
7.53, (TO, IH) , 8.05 (d, 2H, J-7.8H2). 

13c ffMR (CDCI3) 5, 26.6, 37.3, 37 .9, 38.4, 38.7, 66.0, 
68.1, 83.1, 84.5, 99.2, 99.7, 128.5, 129.7, 129.8, 



EXAMPLE 6 

CIS AKD TRANS 2-BEN20YLOXYMETHYL-5- ( 2 • , 2 • , 2 ' 
TRICHLOROETHOXYCARBONYLOXY) -1 , 3-OXATHIOLANE 



20 




A mixture of cis and trans 2-benzoyloxyw«thyl-5-hydroxy 
1, 3-oxathiolane 4.47 g (19.8 mmol) (as prepared in 
example 1) was reacted with 8.2 mL (59.4 mmol) ot 2,2,2 
trlchloroethylchloroformata in pyridine (4.8 mL) and 
dichloromethane (150 mL) as described in example 2 to 
give S.O g of the title compound in 2:1 ratio . 

NMR (COCI3) 5 3.32 (m, 2H) , 4.74 (m, 2H) , 4.80 (s, 
2H), 5.71 (m, IH), 6.55 (brs, 0.33H), 6.62 (d, 0.66H), 
30 7.41 (dd, 2H), 7.53 (t, IH) , 8.00 (d, 2H) . 

NMR (C0C13) trans isomer 5 37.0, 65.6, 77.0, 83.6, 
93.8, 102.9, 128.4, 129.6, 129.7, 133.3, 133.4, 153.1, 
165.8. 

Cis isomer 5 37*6, 67.6, 85.0, 93.9, 102.9, 128.4, 
129.6, 129.7, 133.3, 152.6, 165.8. 
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EXAMPLE 7 

CIS rJ?A//S-2-BEN:OVLOXYMETHYL-5-ETHOXYCAKBONYLOXY 
-1,3- OXATHIOLANE 



A mixture of cis and trans 2-benzoyloxyTnethyl-5-hydroxy- 
1,3-oxathiolanQ 1,49 g (6.6 mmol) (as praparod in 
10 Exanpla 1) was reactad with athylchlorof oraata 1.3 mL 
(13.2 iwnol) and pyridine (3.3 mL) as described in 
example 2 to give 1.51 g of the title compound. 
iH NMR (CDCI3) 5 1.19 (t, 3H, J-6.5 Hi), 3.16 (m, 2H) , 
4.10 (q^ 2H, J-6.5), 4.43 (m, 2H} , 5.61 (m, IH) , 6.45 
(d, 0.33H, J-3.5 Hz), 6.54 (d/ 0,66H, J-4 . 1 , Hx) , 7.36 
(dd, 2H, J-7.4 HZ), 7.46 (t, IH, 7.6 HZ), 7.95 (d, 2H, 
J-7.2 HZ). 

i^C NMR (CDCI3) trans 5 13.4, 36.7, 63.7, 65.5, 82.9, 
101.6, 129*3, 129*4, 128.1, 132.8, 153-4, 165.6 
20 Gi» 5 13,4, 37.3, 63.7, 67.0, 84.3, 101.7, 129.3, 129.4, 
128.1, 132.8, 153.3, 165.6. 

EXAMPLE a 

CIS AHO TiUWS-2-CAilBOETHOXY-5-HYOROXY-l,3-OXATHIOLANE 



A mixture of the mercaptoacetaldehyde dimer (5.1 g, 
33.65 mmol), ethyl glyoxylate (8.58 g, 2. 5 equivalents) , 
30 and a magnetic stirring bar were placed in a round 

bottom flask. After flushing with argon, the mixture 
wae heated with .a heat gun with stirring until a pale 
yellow oil was obtained (about 3 to 5 minutes) . The 




s 
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crude product was then purified by flash column 
chromatography (45% ethyl acetate in hexanes) to give 
the desired material (7 g, 58% yield) as a mixture of 
isomers epimeric at C-5. 

Note: Ethyl glyoxylate was prepared according to the 
procedure reported by T.R. Kelly and coworkers 
(Synthesis, 544 (1972)). 

NMR (CDCI3) 5 1.30 (m, 3H) , 3.11 (m, 2H) , 4.21 (m, 
2H) , 5.56 (B, 0,5H), 5.59 (s, 0,5H), 5.89 (m, 0.5H), 
10 6.02 (n, 0.5H) 

NMR (CDCI3) 5 13.7, 38.2, 40.0. 61.8, 62.5, 77.7, 
79.8, 101.3, 103.0, 170.1. 

EXAMPLE 9 

CIS AND TMNS 2-CARBOETHOXY-5-METHOXYCARBONYLOXY-l,3- 
OXATHIOLANE 




20 To a cold (-25*0) stirred solution of tha cruds hydroxy 
compound (10 g) (as prepared in exampla 8) and pyridine 
(9.1 nL, 0.113 mmol) in dry dichloromathana (20 mL) 
under argon was added methyl chloroformata (8.7 mL, 
0.113 mnol) slowly over a period of 5 minutes. Upon 
completion of addition, the cooling bath was removed and 
the reaction mixture was stirred for 3 hours • Water (20 
mL) was added to the mixture and stirring was continued 
for another 5 minutes. The resulting mixture was 
diluted with dichloromethane (150 mL) and washed with 1 

30 M HCl (3 X 40 mL) , saturated sodium bicarbonate (40 mL) , 
brine (40 mL) , and then was dried over sodium sulphate. 
Removal of the solvent under reduced pressure gave 9.2 g 
of the crude product which was purified by flash column 
chromatography (25% ethyl acetate in hexanes) . The 
trans carbonate was obtained in pure form (4.02 g) , as 
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indicated by the NMR spectrum of the material. However, 
an additional 1.65 g was obtained and found to be 
contaminated with the trans compound (20%) as determined 
by HMR integration. 

hfMR {CDCI3) trans 5 1.29 (t, 3H, J=7 . 1 Hz), 3.24 (d, 
IH, J-11.9 Hz), 3.44 (d of d, IH, J-4 . 1 , 11.9 Hz), 3.82 
(S, 3H), 4.24 (q, 2H, J-7 , 1 Hz), 5.65 (S, IH) , 6.69 (d, 
IH, J-4^1 Hz) . 

10 EXAMPLE 10 

CIS AND TRANS 2-CARBOETHOXY-5-ACETOXY-1 , 3- OXATHIOLANE 

To a cold (0»C) stirr«d solution of th« hydroxy compound 
(6.0 g, 33.7 maol) obtained aa in Exampla a, and 
pyridin* (5.45 nh) in dry dichlorom«than« (25 niL) under 
arqon was addad slowly acatyl chlorida (3.60 nL, 1.5 
•qulvalents) over a pariod of 20 minutaa. Tha resultant 
20 mixture was stirred for I hour and 4 5 ninutea. Analysis 
o£ tha reaction mixture by TLC showed that all starting 
material was consumed. The excess acetyl chloride was 
quenched by the addition of methanol (2 raL) . The 
mixture was diluted with ether (150 raL) and was washed 
with water (3 X 40 aL) , I M HCL (40 mL) saturated sodium 
bicarbonate (40 mL) , and then dried over anhydrous 
sodium sulphate. Removal of the solvent under reduced 
pressure gave 4.67 g of the crude product. The combined 
aqueous washings was extracted with ethyl acetate (3 x 
30 50 mL). concentration of the extract provided another 1 
g of the crude product. The combined crude product was 
subjected to flash column chromatography (25% ethyl 
acetate in hexanes) to afford 2.2 g of the trans acetate 
(ths less polar, component) . The corresponding cis 
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acatata was obtained as a nixtura (1.71 g) contaminated 
with amall amount of the trans isomer. 

1h NMR (CDCI3) trans 6 1.30 (t, 3H, J-7 . i Hz), 2.10 (s, 
3H), 3.17 (d, IH, J-11.8 H2), 3.44 (dd, IH, J-9 , 11.8 
H2), 4.25 (q, 2H, J-7 . 1 H2), 5.65 (s, IH) . 6.80 (d, IH, 
J-4 .0 Hz) . 

EXAMPLE 11 

rKANS-2-HYDROXYMETHYL-5-ACETOXY-l, 3-OXATHIOLANE 

10 




Sodium borohydride (27 ng, 0.708 mmol) was added to a 
magnstically stirred solution of trans-2-carboethoxy-5- 
acatoxy-1, 3-oxathioIane (52 mg, 0.236 mnol) in methanol 
(1 mL) at 0*C under an argon atmosphere. The resultant 
solution was stirred for 25 minutes at 0«C. The 
reaction was quenched with 2 drops off saturated ammonium 
chloride solution followed by dilution with diethyl 
20 ether (4 mL) . This mixture was stirred at room 

tempsrature for 15 minutes and then was dried over 
anhydrous magnesium sulphate. Tha drying agent was 
removed by suction filtration and tha filtrate was 
concentrated under reduced pressure. The crude product 
obtainsd was subjected to column chromatography (50% 
EtOAc-hexana) to afford 21 mg (50%) of tha title 
compound • 

iH NMR (CDCI3) 6: 2.11 (s, 3H) , 2.22-2.35 (m,lH), 3.16 
(d, IH, J-11.6 Hz), 3.33 (d of d, IH, J-4.2, 11.6 Hz), 
30 3.70-3.92 (m,2H) , 5.46-5.54 (m, IH) , 6.69 (d, IH, J-4 . 2 
HZ) . 
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EXAMPLE 12 

CIS P^D rJW/S-2-BEN20VLOXYMETHYL-5-METHOXYCARBONYLOXY 
-1,3-OXATHIOLANE 




J 



A solution of 17.93 g (0.H8 mmol) of 

niarcaptoacetaldehyde dim«r and 38.70 g (0.236 mmol) of 
10 benzoyloxyacetaldehyde in 57.3 mL (3 eq) of pyridine was 
haated until all th« solid dissolvad. Aftar cooling, 
3 00 mL of anhydrous methylane chlorida ware addad and 
tha mixtura was cooled at 0*C for ca. 30 minutes. To 
this solution at 0»C, was slowly addad a solution of 
mathylchloroformate (57.3 raL, 0.71 mmol) in 80 raU of 
methylene chloride. The mixture was stirred for 12 hrs 
and diluted with ca. 200 mL of methylane chlprida and 
washed several times with brine to remove pyridinium 
salt and then the organic layer was washed with water. 
20 The organic layer was dried over magnesium sulphate at 

o»C and then filterid. Residual pyridine was removed in 
vacuo and the organic residue was purified by flash 
chromatography using hexanes: ethyl acetate (2:1) as 
eluent to yield a mixture of 2:1 trans ;cis carbonates 
(56.3 g, 80%) . 

1h NMR (CDCI3) 6 3.25 (d, IH. J-3.1 Hz), 3.30 (dd, IH, 
J-3:l HX), 3.73 (S, 0.1 H) , 3.75 (s, 2 H) , 4.47 (m, 2H) , 
5.66 (m, 2H), 6.50 (brd, 0.33H), 6.56 (d, 0.66H, J-3.81 
30 HX), 7.38 (d. 2H, J-7.3 HX) , 7.51 (t,lH. J-7.2 HX) . 8.00 
(dd, 2H, J-7.3 HX) . 

13c NMR (COCI3) trans isomer 5 36.9, 54.6, 65.7, 83.2, 
101.9, 126.3, 128.4, 128.5. 133.1, 154.3, 166.0, 
Ci« i«om«r 8 37.6, 54.6, 67.3, 84.7, 102.1, 126.3, 
128.4, 128.5, 133.1, 154.1, 165.9. 
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EXAMPLE 13 

CIS-2-CARBOETHOXY-5- (URAClL-1 ' -VL) -1 , 3- OXATHIOLANE 



O 




To a stirrod solution of tho acotata (468 mg, 2.13 mmol) 
as obtained in example 10 and bis-silylated uracil (653 
mg, 1.3 equivalents) in dichloromethane under argon was 

10 added trimethylsily 1 iodide (303 uL, 1 equivalent) . The 
resultant yellow solution was stirred for 6.5 hours at 
room temperature. As indicated by TLC (silica gel), all 
starting material was consumed. The reaction was 
quenched with a 1:1 mixture of saturated solutions of 
sodium bicarbonate and sodium thiosulphate (5. mL) • 
After 15 minutes of stirring « the mixture was 
transferred to a separatory funnel with the aid of more 
dichloromethane (30 bL) . The aqueous phase was removed 
and the organic layer was washed with saturated sodium 

20 bicarbonate-sodium thiosulphate solution 1:1, 10 mlr 
water (10 mL) , brine (10 mL) , and then was dried over 
anhydrous sodium sulphate. Removal of the solvent under 
reduced pressure gave the crude product which was 
triturated with a 1:1 mixture of ethyl acetate-hexane 
(about 10 bL) . The precipitate was collected by suction 
filtration and then was dried under vacuum to afford 34 6 
mg (60%) of the nucleoside as a crystalline white solid. 
Analysis of the triturate by TLC showed that it 
contained the desired product but no attempt was made to 

30 isolate these compound. The 300 HHz proton NMR spectrum 
of thm product indicated that it consisted of one isomer 
■-■'only/' 



SUBSTITUTE SHEET 



wo <»J'USo: 



- 40 - 



PCT Ca9:.0055' 



KMR (CDCI3) 6 ^'^^ Hz), 3. 16 ( dd . IH , 

J=»7.7 Hz), 3.42 {dd, IH, J«4 . 8 , 12.0 Hz), 4.29 (q, 2H 
J=7.1 Hz), 5.32 (dd, IH, J'-Z.L, 8.2 Hz), 6.46 (dd, IH, 
J-4.7, 7.5 Hz), 8.32 (d, IH, J»8 . 2 Hz), 8.53 (brs, IH) 
^^C KMR (CDCl3).5 14.2, 35.4, 62.8, 78.1, 89.5, 103.5, 
140.8, 151,1, 163.9, 170.9 

EXAMPLE 14 

CXS-2-CARBOETHOXY-5-(URACIL-l' -YL) -1.3- OXATHIOLAI^E 



To a stirrod solution of a mixturo of th« cis and trans 
carbonates (Example 9) (4:1 by NMR) (69 mg, 0.254 minol) 
and sllylated uracil (78 mg, 1.2 aquivalants) in dry 
dichloromethane (1.5 nL) under argon was added TMS-I (3 6 
^Itf 1.0 equivalent). The resultant light yellow 
suspension was stirred at room temperature for 80 
minutes at which time all starting material was consumed 

20 (TLC) • The reaction was quenched with a 1:1 mixture (1 
ml*) of saturated sodium bicarbonate and sodium 
thiosulphate followed by dilution with dichloromethane 
(4 bL) . The mixture was stirred until a colorless 
biphasic suspension was obtained. This suspension was 
transferred to a separatory funnel with the aid of mora 
dichloromethane (25 mL) and was washed with saturated 
sodlua thiosulphate, brine, and then was dried over 
anhydrous sodium sulphate. Removal of the solvent in 
vacuo provided the crude product. Trituration of the 

30 crude product with a 1:1 mixture (3 mL) of 

dichloromethane. and ethyl acetate gave a white solid 
which was collected by suction filtration and was dried 



10 



0 
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under vacuum (31 mg) . The NMR spectrum of this :Tia-eriaL 
indicated that it consisted of the cis nucleoside only. 
The triturate was concentrated under reduced pressure 
and then was subjected to flash column chromatography 
(1:1 ethyl acotate-dichloromethane) to produce another 9 
mg of white solid. The NMR spectrum of this substance 
showed that it was a 2.5:1 mixture of the cis and trans 
nucleosides favouring the cis isomer. The total yield of 
this reaction was 58% and the stereoselectivity was 
10 about 13:1 in favour of the cis isomer which displayed 
the same physical data as reported in Example 13. 

EXAMPLE 15 

CXS-i-H"xuKOXYHETHi"L-5- ( uRftCIL-i * - xLj - i , j - OXaTHIQLaNE 



O 




To a slilrred solution of the condensation product 
obtained in exasiples 13 or 14, (33 mg, 0.107 maol) in a 

20 solvent mixture (2:1) of dichloromethane-methanol (1.5 
mL) at room temperature under argon was introduced 
sodium borohydrids (8 mg, 2 equivalents). The resulting 
mixture was stirred for 1 hour. Analysis of the 
reaction mixture by TLC indicated that substantial . 
amount of starting material was present. More hydride 
(approx. 10 mg) was added and stirring was continued for 
another 1.5 hours. The excess hydride was quenched by 
addition of one drop of saturated ammonium chloride 
solution. After dilution with tetrahydrofuran (^ mL) , 

30 the gelatinous mixture was stirred for 30 minutes. The 
inorganic salt was removed by suction filtration through 
a pad of celite. Concentration of the filtrate under 
reduced pressure provided the crude product which was 
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suojected to coluir.n chromatography flOO^ ethyl acetate, 
silica gal) to afford the desired alcohol (25 mg, 90%) 
as a white solid. 

The 300 MHz proton NKR spectrum of the compound thus 
obtained was found to be identical to that prepared 
according to different procedures. Thus, the 
stereochemistry of the nucloside generated by this new 
route was established. 

1h NMR (DMSO) 5 3.23 (d of d. IH, J-4 • 4 , 12.0 Hz), 3.45 
10 (d of d, IH, J-5.6, 11-9 Hz), 3.75 (d, 2H, J-4 . 4 Hz), 
5.20 (t, IH, J-4. 4 Hz), 5-36 (brs, IH) , 5.65 (d of d, 
IH, J«2.1r 3.2 HZ), 6.21 (t, IH, J-5.1 Hz), 7.92 (d, IH, 
Ja8.2 H2) . 

NMR (DMSO)- 5 36.02, 62.54, 85.91, 86.48, 101.82, 
141.05, 150.63, 163.71. 

EXAMPLE 16 

CIS-2-CARBOETHOXY-5 - (N-ACETYLCYTOSIN-1 • -YL) -1, 3- 
OXATHIOLANE 



To a stirred suspansion of N-ac«tylcytosin« (237 mg, 
1.40 nwol) in dichloromathana (2.5 mL) containing 2,6- 
lutidina (326 ^L, 1.40 m»ol) was added slowly 
trimsthylsilyl trif luoromethanesulphonata (540 mL, 3.07 
iwol) . Tha resultant nixtura was stirred for 15 minutes 
to giva a homoganaous solution. A mixture of cis and 
tran«-2-carboathoxy-5-mathoxycarbonyloxy-l,3-oxathiolane 

30 (example 9) (300 mg, 1.27 mnol) , dissolved in 

dichloronethana (2 mL) , was introduced to the above 
solution followed by the addition of iodotrimethylsilane 
(181 MLr 1*27 mmol). The reaction mixture was )cept at 



20 



NHAc 
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room tamparatura for 1 hour and 40 minutas. Water (2 
mL) , saturated sodium thiosulphate (4 mL) and 
dichloromethane (6 mL) ware added to quench the 
reaction. The resulting mixture was stirred vigorously 
for 10 minutes and then was transferred to a separatory 
funnel with the aid of more dichloromethane (30 mL) . 
The aqueous phase was removed and the organic phase was 
washed successively with saturated sodium thiosulphate 
(10 mL) r water (10 mL) , 1 H hydrochloric acid (10 mL) , 

10 saturated sodium bicarbonate (10 mL) , brine (10 mL) , and 
then was dried (sodium sulphate) . The solvent was 
evaporated under reduced pressure to give the crude 
product as a light yellow solid (395 rog) . The NMR 
spectrum of this material indicated that a 7,5:1 (in 
favour of the cis isomer) mixture of the expected 
coupling products was obtained. This material was 
triturated with a mixture of dichloromethane (1.5 mL) 
and a solution of ethyl acetate-hexane (1:1) (6 mL) . 
The white solid formed was collected by suction 

20 filtration and was dried under vacuum to afford 262 mg 
(63% yield) of the desired product as a white powder. 
The MKR spectrum of the substance indicated an 
isomeric purity of greater than 95%. The triturate was 
concentrated and then was subjected to flash column 
chromatography (5% MeOH-EtOAc) to provide another 58 mg 
(14% yield) of the nucleosides as a 1:1 mixture of the 
cis and trans isomers (^H NMR). The title compound 
displayed the following spe» ' ral characteristics: 
1h NMR (CDCI3) 5 1.34 (t, J«7.1 HZ), 2.28 (s, 3H) , 

30 3.23 (d Of d, IH, J-12.3, 6 Hz), 3.68 (d of d, IH, 

J«ia.4, 4.8 HZ), 4.31 (• 2H, J-7 . 1 Hzj , 5.56 (s, IH) , 
6.43 (t, IH, J-5.2 Ht), 7 17 (d, IH, J-7 . 5 Hz), 8.76 
(br. d, IH, J-7. 4 Hz), 8.30-9.00 (unresolved m, IH) . 
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EXAMPLE 17 

CIS-2-CAJlBOETHOXY-5-{CYTOSIN-l ' -VL) -1,3- OXATHIOLANc 




A inixtur« of cis-2-carboethoxy-5- (N4 •-ac«tylcytoiin-l • - 
yl)-l,3-oxathiolan« (axaropla 16) (20 lag, 0,061 mraol) in 
ethanol (1 mL) containing trif luoroacatic acid (9.4 mL, 

10 0*25 nunol) waa r«riUX8u UTiuvr aT^Ori ZOc 3 houfs and 10 

minutas. On cooling to roon tamperature, a crystalline 
whita solid was fiormad. This solid was collactad by 
suction filtration and was driad undar vacuum to afford 
15 mg (86%) of tha dasired product. Tha titla compound 
displayad tha following spactral charactaristics: 
HHR (DHSO) 5 1.23 (t, 3H, J-7.1 Hz), 3.32 (d of d, IH, 
J-13.4, 5.2 HZ), 3.63 (d of d, IH, J-12.3, 5.2 HZ) , 4.21 
(q, 2H, J»7.1 Hz), 5.80 {9, IH) , 6.08 (d, IH, J-7 . 7 Hz), 
6.32 (t, IH, J-5.1-HZ), 8.19 (d, IH, J-7.7 Hz), 8.35 

EXAMPLE 18 

CJ5-a- HYDROXYMETHYL-5- ( CYTOSIH-1 • -YL) -1,3- OXATHIOLANE 
(BCH-189) 
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To a stirred suspension of cis-2-carboethoxy-5- (cytos in- 
1 ' -yl) -1, 3-oxathiolane (Example 17) (36 mg, 0.125 mmcl) 
is ethanol at O'C under argon was added sodium 
borohydride (9.5 mg, 0.250 mmol) . The resultant mixture 
was stirred for 2 hours 30 minutes at (0»C to RT) . The 
reaction was quenched by the addition of one drop of 
concentrated ammonium hydroxide, followed by dilution 
with methanol (1 mL) . After the mixture had been 
stirred for 15 minutes, the solvent was removed under 
10 reduced pressure. The crude product thus obtained was 
subjected to column chromatography (25% MeOH-EtOAc) to 
afford 26 mg (85%) of the desired product. The title 
compound displayed spectral characteristics identical to 

i:hau jcepori^ed for cCH-id9« 
EXAMPLE 19 

CIS AWD TRANS 2-BEN20YLOXYMETHVL-5-(CYTOSIN-l • -YL) 
-1,3-OXATHlOIANE 



20 




To a solution ina:.ntaincd at 0*C of 2.14 g (7«2 mmol) of 
carbonate (as in example 7) in 10 nL of freshly 
distilled 1,2-dichloroethane was added 0.37 g (0.36 
mmol) of fused ZnCl2 and 2.7 mL (2.7 mnol) of TiCl^. 
After stirring for 5 minutes a solution of silylated 
cytosine (from l g of cytosine silylated with 
1,1,1,3,3,3 r-*hexamethyldisilazane) in 25 mL of freshly 
distilled 1,2-dichloroethane was added via a canula (10 
30 -15 ain.) The reaction was allowed to warm to RT (3 

hours) and stirring continued for 11 hours followed by a 
short reflux (20 win). The solution was then cooled and 
quenched with saturated sodium bicarbonate (30 mL) . 
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After stirring for L5 min. the two phase solution was 
separated and the organic layer together with the 
emulsion was filtered through a celite. The aqueous 
layer wag extracted (3 X 20 mL) with CH2CI2 and the 
combined organic layers were washed with brine, 
separated and dried over MgS04 . The oil obtained from 
the organic layer, by evaporation of the solvents in 
vacuo, was purified by chromatography on silica gel 
using gradient elution (1:1 hexanec : EtOAc - 9:1 EtOAc: 
10 MeOH) to yield 1.3 2 g of trans and cis isomers 
{trMS/cis - 3.5/5 as determined by NMR) . 
Spectral properties were identical to those reported 
earlier. 

By varying the amount and the nature of the Lewis acid 
the yield and the ratio of the trans to cis isomers were 
as follows: 



Lewis Acid 


Yield 


trans/cis ratio 


0.25 eq. TiC14 


31 % 


1/1.2 


0.40 eq. TiC14 


50 % 


1 / 1.3 


0,3 eq. TiC14 
0.2 eq. ZnCl2 


60 % 


1 / 1.6 



EXAMPLE 20 

20 CIS AND TRANS 2 -BENZOYLOXYMETHYL-S- (N4 • -ACETYL 
CYTOSIM-1 • -YL) -1, 3-0XATHI()LANE 



To a solution maintained at 0*C of 2.14 g (7.2 mmol) of 
trans 2-benzoyloxymethyl-5-acetoxy-lr 3-oxathiolane (as 
in Example 3) in 10 mL of freshly distilled acetonitrite 



MH^c 
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was added a solution of silylated cytosine N- 
acetylcyt03ine (from 1.37 g of N-acetylcytosine 
silylated with i , i , i , 3 , 3 , 3 , -hexamethy Idis ilazane) in 25 
mL of freshly distilled l , 2-dichloroethane via a canula 
(10 -15 min.) and 0.2 mL of iodotrimethy Isilane . The 
reaction was allowed to stir at O'C (3 hours) and 
stirring continued for 11 hours at RT, The solution was 
then cooled and quenched with saturated sodium 
bicarbonate (30 mL) . After stirring for 15 min, the two 

10 phase solution was separated and the organic layer 
together with the emulsion was filtered through a 
ceiite* The aqueous layer was extracted (3 X 20 mL) 
with CH2CI2 and the combined organic layers were washed 
with brine, separated and dried over MgS04 . The oil 
obtained from the organic lay«r, by evaporation of the 
solvents in vacuo, was purified by chromatography on 
silica gel using gradient elution (1:1 haxanes: EtOAc - 
9:1 EtOAc: MeOH) to yield 2.4 3 g of trans and cis 
isomars [trans/eis « 3/7 as determined by NMR) . The 

20 physical properties are identical to those reported 
earlier. 

Replacement of iodotriraethylsilane by 

trimethylsilyltrif late in dichlororaethane at RT yielded 
2.43 g o£ trans and cis isomers in 1:1 ratio as 
determined by NMR- 

EXAMPLE 21 



CI5-2-HYDROXYMETHYL-5-(CYT0SIN-l-YL)-l,3-OXATHIOLANE 



30 




A suspension of cis-2-ben2oyloxyTOcthyl-5-(cytosin-: 
yl)-l,3-cxathiolane (200g, 0.5* mol) and Aaberlite 
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400 (OH) ion-exchange rasin (600g) in IMS was stirred 
and heated to 60-6S»C. The suspension was maintained at 
this temperature range for I hour, and filtered hot. The 
resin was washed with IMS at 60«C (200 mL) . 
The combined filtrates were filtered twice through 
celite J2 and the celite washed sequentially with IMS at 
60*C (200 mL) and water at 50-60'C (100 mL) . 
The combined filtrates were distilled under atmospheric 
pressure to a volume of 500 mL. Absolute ethanol was 
added, and the distillation continued until a further 
700 mL had been removed. The resultant suspension was 
allowed to cool, and then stirred overnight at 0-5»C. 
The suspension was filtered, the product washed with IMS 
afe o»c (2 X 25 mL) . and dried overnight in vacuo at 45- 
S0»C to give the title compound, 81.9 g. 



20 



EXAMPLE 22. 

CIS- AMD riU/^S-2-ACETOXYMETHYL-5-ACETOXY-l,3-OXATHIOLANE 



AeO 

o 

,OAe 



A mixture of glycoaldehyde (1.2g, 0.01 moi) and 
mercaptoacetaldehyde diner (1.52g, 0.01 no!) in dry 
pyridine (20 ml) was heated at 90*C for 2 h. The clear 
solution was then cooled in an ice-bath to O'C, followed 
by adding acetyl chloride (2.8 nl) . The taixture was 
stirrad at room tawparature overnight (l« h) , and poured 
into saturated aqueous NaHCOs solution (100 ml). The 
product was extracted into methylene chloride (3 x lOO 
30 ml), washed with water (2 x lOO ml), dried over MgSO* 
and filtered. The solvent was removed on an evaporator 
and the oily residue was purified on silica gel 
hexane-.EtOAc 9:1 as eluant to give the product (2.8g) in 
59% yield as a mixture of 1:1 cis:trans isoners. 
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^H-rfMR (300Mh2, CDCI3) : 6 in ppm 

6-S8 (d, IH, H-5, trans-lsomer , J=4 . l Hz) 

6.61 (d, IH, H-5, cis-isomer, J-4 M Hz) 

5.52 (m, 2H, H-2, cis and trans- isomers ) 

4.37 (dd, IH, .-CH2OAC, cis-isomer, J=8 . 0 and 11.7 Hz) 

4.26 (m, 2H, -CH2OAC, trans-isomer) 

4.13 (dd, IHr -CH2OAC, CLS-isomer, J-4.1 and 11.3 Hz) 

3.33 (dd, 2H, H*4 , cis and trans isomers) 

3.11 (dd, 2H, H-4, cis and trans-isoraers) 

2.11 (s, 3H, CH3-) 

2.08 (3, 3H, CH3-) 

EXAMPLE 23. 

CT5- AND rJWW5-2-BEN20YLOXYMETHYL-5-BENZOYL-l,3- 
OXATHIOLAHE 



A mixture ot glycoaldehyde (lf2g, 0.01 mol) and 
mercaptoacetaldehyde diner (I.529, 0.01 nol) in dry 
pyridine (20 ml) was heated at 90«C for 2^. The clear 
solution wa» then cooled in an ice-bath to 0*C, followea 
by adding bantoyl chloride (4.6 ml). The mixture was 
stirred at room tanperatura overnight (16h) , and poured 
into saturated aqueous NaHC03 solution (100 ml). The 
product was extracted into methylene chloride (3 x 100 
ml), waahed with water (2 x 100 ml), dried over MgS04 
and filtered. The solvent was removed on an evaporator 
and the oily residue was purified on silica gel using 
hexane:EtOAc 9:1 as eluant to give the product (3.65g) 
in 53% yield as a mixture of l:l cia and trans isomers. 

^H-HHR (300 MH2., CDCI3) : 5 in ppm 
8.05 (mr aromatic) 
7.57 (m, aromatic) 




,08z 
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7.45 (r\, 4H, aromatic) 

6.98 (d, IH, H-5, trans-isomer, J-3.9 Hz) 

6-90 (d, IH, H-2, cis-isomer, J=3 . 0 Hz) 

5.79 (t, IH, H-2, trans-isomer, J-5.2 Hz) 

S.74 (dd, IH, H-2, cis-isomer, J-4.9 and 7.3 Hz) 

4.58 (m, 4H, -CH2OBZ, cis and trans-isomers) 

3.45 (m, 2H, H-4 , cis and trans isomers) 

3.33 {m, 2H, H-4 , cis and trans-isomers). 

10 EXAMPLE 24. 

CIS- AND rKAWS-CTHYL 5-IOOO-X , 3-OXATHIOLAN-2-CARBOXVLATE 

The starting material (21.5 mg, 0.0976 mnol, 
ci5;tran5-l: 1) in dichloromethane-d2 CO. 6 mL) at -78*C 
under argon atmosphere wa treated with 
iodotrinathylsilane (0.014 mL, 0.0976 mnol) . The 
slightly yellow solution was left at room temperature 
20 for two hours. The starting acetoxyoxathiolane 
compounds were completely converted to the iodo 
intermediates and trimethylsilyl acetate. The iodo 
compounds (in a 6.7:1 ratio of cis to trans isomer) are 
unstable to the moisture and had to be used without any 
purification. 

1h NKR (CD2CI2): 5 0.00 (s, 9H), 1.05 (t, 3H, J-7.1HZ), 
1.80 (S, 3H), 3.25-3.50 (m, 2H) , 4.00 (q, 2H, J-7.1HZ), 
5,43 (S, 0.13H), 5.48 (S, 0.87H) 6.64 (ddd, 0.13H, 
30 J-4.3, a. 9, 0.7 HZ), 7.00 (dt, 0.87H, J-4.0, 0.7 Hz) ; 

l-^C KMR (CO2CI2): 5 0.3, 2.5, 14.8, 23.5, 47.7, 48.2, 
63.1, 65.5, 69.7, 81.6, 83.7, 168.6. 

EXAMPLE 25. 
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CIS- MD THAV5-ETHYL 5- ( 5 ' CHL0R0PURI^^-9 ' - YL) - 1 , 3 " 
OXATHIOLAK-2-CARBOXYLATE; and CIS- AMD TRMS-ZTHYL 5- 

(6*CHLOROPURIN-7 »-YL) - 1 , 3 -OXATHIOLAN-2 -CAPBOXYLATE 

CI 




To the 6-chloropurine (15 mg, 0.0976 nunol) in 
dichloromethan«-d2 (0.15 mU) at room temperature under 
argon atmosphere was added 1, 8-diazabicycio[ 5, 4 , 0] 
undec-7-ene (0.015 nL, 0.0976 mnol) . The solution thus 
10 formed was added to the iodo intermediates prepared 

above in dichloromethane-dj at -78*C. The mixture was 
allowed to stay at room temperature for 4 hours and then 
diluted with dichloromethane (20 mL) , washed with 
saturated aquaus sodium bicarbonate, IN aqueous hydrogen 
chloride, water and brine, dried and concentrated. The 
residue was chromatographed on silica gel with ethyl 
acetate-dichloromethane to afford the N-9 linked isomers 
(11.6 mg, 38*, cis:trans-ll:l) and H-7 linked isomers 
(4.4 mg, 14.3%r citf :tra/is-8.4:l) . 

20 

1h NMR for H-9 isomers (COCI3): 8 1.26 (t, 3H, J-7.i 
H2), 3.65 (m, 2H), 4.26 (q, 2H, J-i7.1 Hz), 5.62 (s, 
0.92H), 5.80 (s, 0.08H), 6.75 (t, 0.92H, J-5.4 Hz), 7.02 
(dd, J-6.2, 2.0 HZ), 8.39 (8, 0.08H), 8.73 (S, 0.92 Hz), 
8.89 (S, 0.92 HZ) ; 

^H NMR for the N-7 isomers (COCI3): 5 1.30 (t, 3H, J-7 , 1 
HZ), 3.38 (d, 0.12H, J-12.5 Hz), 3,54 (dd, 0.88H, 
J-12.5, 4.5 Hz), 3.75 (dd, 0.88H, J«14.5, 4.5 Hz), 3.96 
(dd, 0.12H, J-12.5, 4.5 HZ), 4.29 (q, 2H, J-7.1 Hz), 
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5.69 (B. 0.88H), 5.90 (S, 0.12H), 7.07 (t, 0.88H, J-4 . 5 
HZ), 7.35 (d, 0.12H. J=4.5 Hz). 8.45 (S, 0.12H), 8.92 
(s, IH) , 9.20 (s, 0.88H) 
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1. A process for preparing an oxathiolane of formula 
(I), pharmaceutically acceptable salts or esters, and 
geometric and optical isomers thereof: 



(X) 

wherein: 

R2 is * purine or pyrinidine base or an analogue or 
10 derivative thereof; and Z is S, S-0 or SOj; 

-th« process comprising the, step of reacting a 
mercaptoacetaldehyde with a compound having formula 
RvOCH2CHO, wherein R„ is hydrogen or Rj., wherein is a 
hydroxy 1 protecting group, 

under neutral or basic conditions to obtain an 
intermediate of formula (XIII): 



(Xlll) 



2. The process according to claim 1, wherein in formula 
(I) , R2 .1" « purine or pyrimidine base selected from the 
group conalsting of: 



^ .XX. ^ Jy 



SUBSTlTUTi SHEET 



wo 94,14802 



- 54 - 



PCT,Ca9:.0055' 




wherein: 

X la oxygen or sulfur; Y is oxygen or sulfur? 

R3 and R4 are independently selected from the group 
consisting of hydrogen, hydroxyi, amino, suostituced or 
unsubstituted C,^ alkyl, or. C,^ alkenyl or C,^ alkynyl, 
10 and substituted or unsubstitutad Ci.,o acyl or aracyl; 

Rg and B« are independently selected from the group 
consisting of hydrogen, halogen, hydroxyi, amino, cyano, 
car boxy, carbamoyl, alkoxycarbonyl, hydroxymethyl, 
trifluoromethyl, thioaryl, substituted or unsubstituted 
C,^ alkyl or C,^ alkenyl or C,^ alkynyl, and substituted 
or unsubstituted Ci.,o acyloxy; 
and 
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wherain: 

R7 and R^are independently selected from the group 
consisting of hydrogen, hydroxy, alkoxy, thiol, 
thioalkyl, amino, substituted amino, halogen, cyano, 
carboxy, alXoxycarbonyl, carbamoyl, substituted or 
unsubstituted C^^ alkyl, or alkenyl, or alkynyl, and 
substituted or unsubstituted Ct.10 acyloxy; and 

R9 and Rio are independently selected from the group 



substituted anino, halogen, azido, substituted or 
unsubstituted C,^ alkyl or alkenyl or alkynyl, and 
substituted or unsubstituted C^io acyloxy. 



20 



3. The process according to claim 1 or 2, wherein the 
hydroxyl of the intermediate of formula (Xlli) is 
ccnv.2rtad to a suitable leaving function L to obtain an 
intermediate of formula (XIV) : 



F^OCH, 



30 



(XIV) 

wherein, i« hydrogen or Ru wherein Ri is a hydroxy 
protecting group, and L is OR where R is an acyl having 
1 to 16 carbon atoms unsubstituted or substituted with a 
heteroaton. 

4. Tha process according to claim 3, further comprising 
the step of reacting the intermediate of formula (XIV) 
with a silylated pyrimidina or purine base or an 
analogue thereof, in the presence of a Lewis acid to 
produce a compound of the formula (IX): 
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(IX) 

wherein R2 ^^a^e the same meaning as in claim 3, 

and Z is S. 

5, The process according to claim 4, wherein the sulfur 
of the intermediate of formula (IX) may optionally be 
oxidized to give an intermediate of formula (IX) wherein 
Z is S-0 or SO2. 

10 

6, The process according to claim X or 2, wherein the 
mercaptoacetaldehyde is obtained from a 
mercaptoacetaldehyde dimer dissolved in an inert 
solvent. 

7, The process according to claim 6, wherein the inert 
solvent is selected from the group consisting of: 
pyridine, toluene and DMSO. 

20 8. A process for preparing an oxathiolane of formula 
(I), pharmaceutically acceptable salts or esters, and 
geometric isomers thereof, and mixtures of those 
isomer St: 




wherein: 

R2 i» a purine or pyrimidine base or an analogue or 
derivative thereof; and 

Z is selected from a group consisting of S, S-0 and SO2; 
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-the process comprising the step o£ reacting a 
morcaptoacetaidehyde with a compound having formula 
RyOOCCHO, whsrain Ry is substituted or unsubst ituted 

alkyl or substituted or unsubsti tuted 05-20 ^^V^ 
to obtain an intermediate of formula (XV) : 




(XV) 



10 9. Th* proctt«a according to claim 8, wherein^ in the 
formula (I) , R2 i» selected from the group consisting 
of: 




vhttr«ln: 

20 X is oxygen or sulfur; Y is oxygen or sulfur; 

R3 and R4 are independently selected from the group 
consisting of hydrogen, hydroxyl, amino, substituted or 
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unaubstituted C,^ alkyl, or C,^ aikenyl or C,^ alkynyi, 
and substituted or unsubs tituted Cl^q *cyL or aracyl; 

R5 and are independently gelacted fron the group 
consisting of hydrogen, halogen, hydroxyl, amino, cyano, 
carboxy, carbamoyl, al)coxycarbony 1, hydroxymethy 1 , 
trifluoromethyl, thioaryl, substituted or unsubstituted 
alkyl or C^.q aikenyl or C,^ alkynyl, and substituted 
or unsubstituted C^.^Q acyloxy; 
and 




wherttin: 

R7 and Rsara indep«nd«ntly selected from the group 
consisting of hydrogen, hydroxy, alkoxy, thiol, 
20 thioalXyl, amino, subatituted aaino, halogen, cyano, 
carboxy, alkoxy car bony 1, carbamoyl, substituted or 
uneubetituted C,^ alkyl, or aikenyl, or alkynyl, and 
substituted or unsubstituted Ci,,o acyloxy; and 

R9 and Rio are independently selected from the group 
consisting of hydrogen, hydroxy, alkoxy, amino, 
substituted amino, halogen, aaido, substituted or 
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unsubstitutQd C,^ aDcyl or alKenyl or aikynyi, and 
substituted or unsubstituted Ci.io acyloxy. 

10. The process according to claim a or 9 , further 
comprising the step of converting the hydroxyl of the 
intermediate of formula (XV) to a suitable leaving 
function L to obtain an intermediate of formula (XVI): 




(XVI) 

10 wherein Ry is as defined in claim 8, and L is a leaving 
group OR where R is an acvl havinq 1 to 16 carbon atoms 
unsubstituted or substituted with a heteroatom* 

11. The process according to claim 10, further 
coitprising the step of reacting the intermediate of 
foraula (XVI) with a silylatad base or an analogue 
thereof, in the presence of a Lewis acid to produce a 
compound of fomula (XVII): 

w 

20 l^"' 

wherein Z is and Ry has the same mtaning as in claim 
10, and R2 is a purine or pyrimidine base, an analogue 
or derivative thereof. 

12. The procesB according to claim 11, wherein the 
sulfur of the intermediate of formula (XVII) may 
optionally be oxidized to give an intermediate of 
formula (XVII) wherein Z is S-0 or SO2. 
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13. The process according to claim 12, further 
comprising the step of reducing the intermediate of 
formula (XVII) to a compound of formula (I): 




(I) 



whorein: 

R2 * purina or pyrimidin« base or an analogue or 



derivative thereof; and 

Z is selected from a group consisting of S, S-0 and SO2. 

10 

14. *r>\m pro*^*?? according to claim 13- further 
comprieing the steps of: 

(a) protecting the hydroxyl group of the compound of 
fornula (1} with a suitable protecting function R^^ to 
obtain an intermediate of formula (XIX): 



wherein Rx is selected from the group consisting of: 
Cl-16 acyl, t-butyldimethylsilyl, and t- 
2 0 buty Idipheny Is i ly 1 ; 

(b) inter converting the purine or pyrimidine baiie 
subetituont or analogue thereof Rj of formula (XIX) to 
another pyrimidine or purine base or analogue thereof 
Rj' to obtain an intermadiata of formula (XX): 




(XIX) 




(XX) 



and 
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(c) removing the protecting function Rj, of the 
intermediate of formula (XX) to obtain a compound of 
formula (I) : 




wherein Z and R2 are as defined in claim 13. 

15. The process according to claim 8 or 9, wherein the 
mercaptoacetaldehyda is obtained from a 
mercaptoacetaldehyde diner dissolved in an inert 

10 solvent. 

16. The process according to claim 15 1 wherein the inert 
solvent is selected from the group consisting of: 
pyridine^ toluene, and DM50. 

17. The process according to claim 8 or 9, further 
comprising the steps of: 

(a)converting the hydroxyl of the intermediate of 
formula (XV) to a suitable leaving function L to obtain 
20 an intermediate of formula (XXI): 




wherein Ry is substituted or unsubstituted C1.13 alkyl or 
substituted or unsubstituted C5.20 ^^yl/ L is OR where R 
is an acyl having from 1 to 16 carbon atoms 
unsubstituted or substituted with a heteroatom; 

(b) converting the carboxyl to a hydroxymethyl function; 
and 

(c) protecting the resulting hydroxymethyl with a 
30 suitable protecting function Ri to obtain an 

intermediate of formula (XXII): 
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(XXII) 

wherein Ri is selected from the group consisting of: 
^1-16 *<=yl' t-butyldimethylsilyl, and t- 



butyldiphenylsilyl . 

19 • The process according to claim 17, further 
comprising the step of reacting the intermediate of 
formula (XXII) with a silylated pyrimidina or purine 
base or an analogue thereof , in the presence of a Lewis 
10 acid to obtain an intermediate of formula (XXXII) : 



wherein Ki is as defined in claim 21, is a purine or 
pyriadine base, analogue or derivative thereof, and Z is 

S. 

19, The process according to clalni 18, wherein the 
intermediate of formula (XXIII) is optionally oxidized 
to obtain an intermediate of formula (XXIII) wherein 2 

30 is S«0 or S02* 

20. Tha process according to claim 19, further 
comprising tha step of removing the hydroxyl protecting 
function Ri from compound (XXIIl) to obtain a compound 
of formula (I): 



Z ' 

(1) 

wherein Z is S, S-0, or SOj, and Rj is a purine or 
pyriaidine base or an analogue or derivative thereof. 




(XXlll) 
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21. Tha process according to claim 4, wherein the Lewis 
acid is selected from tha group consisting of; TMSOTf, 
THSI, TICI4, and SnCl4 . 

22. Tha process according to claim 11, wherein the 
Lewis acid is selected from tha group consisting of: 
TMSOTf, TMSI, TiCl4, and SnCl^ . 

10 23. The process according to claim 18, wherein the 
Lewis acid is selected from the group consisting of: 
TMSOTfr TMSI, TiCl4r and SnCl4. 

24. The process according to claim 10, further 
comprising tha steps of: 

a) reacting tha intermediate of formula (XVI) with a 
halogen-containing silyl Lewis acid to obtain an 
intanaadiata of formula (XXVI): 



20 



30 



(XXVI) 

wharain hal fs halogen, and 

b) coupling tha intarmadiata o£ formula (XXVI) with a 
basa or analogue thereof Rj under basic conditions, to 
obtain an intermediate of formula (XVII) : 



-XT' 



(XVII) 



25. Th« procMS according to clain 24, wharain said 
Lawis acid is THSI. 

26. Tha procass. according to claim 24 or 25, wherein the 
Rj baa* or analogue thereof is a purine. 
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27. The process according to claim 26, wherein "zhQ 
purine is 6-chloropurine . 

28, Intermediates useful for the production of 
oxathioiane compounds, said intermediates selected from 
the group consisting of: 

trajis-2-hydroxyTOethyl-5-acetoxy-l, 3 -oxathioiane; 
clfl and traTis-2-ben2oyloxymethyl-5-hydroxy-l , 3- 
oxathiolane; 
10 cl5 and tra/is-2-ben2oyloxyTBethyl-5-(4 • , 5 
dlchlorobenzoyloxy ) -1 , 3 -oxathioiane ; 

cia and trans-2-bonzoyloxymethyl-5-trim«thylacetoxy-l, 3- 
oxathiolane; 

cia and ^ans~2^amfiiOylQ'XymmZiiyl-Z- {2 ' , 2 - , 2 ' - 
trichloroethoxycarbonyloxy) 1, 3-oxathiolane; 
cia and traiis-2-ben2oyloxyTnethyl-5-ethoxycarbonyloxy- 
1 , 3 -oxathioiane ; 

clff and traii«-2-ben»oyloxywethyl-5-methoxycarbonyloxy- 
1 , 3 -oxathioiane ; 
20 cl0 and tran«-2-benzoyloxymethyl-5-ac«toxy-i,3- 
oxathiolane; 

eim and trans-2-ben2oyloxymethyl-5-(H4 • -acetyl cytosin- 
1 • -yl) -1, 3-oxathiolane; 

cia and trajis-2-bensoyloxytt«thyl-5-(cytosin-l '-yl) -l, 3- 
oxathiolana; 

cia and trans-2-carboethoxy-5-hydroxy-l, 3-oxathiolane; 
cia and trajia-a-carboathoxy-5-methoxycarbonyloxy-l, 3- 
oxathlolana; 

cia and trana-a-carboathoxy-5-acatoxy-l, 3-oxathiolane; 
30 cia*2-carboethoxy-5-(N-acetylcytosin-l'-yl)-lr3- 
oxathiolana; 

cia-a-carboethoxy-5- (cytoain-l ' -yl) -1 , 3-oxathiolane ; 
cia-a-carbo«thoxy-5- ( ur aci I- 1 ' -y 1 ) - 1 , 3 -oxathio lane ; 
cis-a-banzoyloxymethy 1-5- (cytoain-l • -y 1) -1,3- 
oxathiolana; 

cia- and transr2-bttnzoyloxysiethyl-5-benzoyloxy-l,3- 
oxathiolana; 
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cis- and trans-2-acetoxymethyi-5-acetoxy-i , 3- 
oxathiolane; 

cis- and trans-ethy 1-5-iodo-l , 3-oxathiolan-2- 
carboxylata; 

cis- and trans-ethyl-5- (6 ' -chloropurin-9 » -yl) -i, 3- 
oxathiolan-2-carboxylate; and 

cis- and trans-ethyl-5- (6 • -chloropuin-7 ' -y 1 ) -i , 3- 
oxathiolan-2-carboxylata. 
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